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[El6]t2|6«, ^^j4^#b^fc^/V^^i^5KOeft^M©^^(D^5fcXiiltl]^-«^ 
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[083188 W:, mmme^%hiXlti3;v^^\t<D^^/v^m^<o^^ (B)(D 

[mi3][iii3«, mMffli2xnbfrfc$/i'tf*^v<D^?i'*/u^Mi&<DffiMi ( 0 

[igi4]igi4{4, mmM5xmbh,tt/i'tf*^}?<D*?>*/]s&z/Mm<DmM> (a) 
«d 13 c m #:nm^^ m^^-thi -e&5 0 

[EllsiligiSte, %mM7Xmh^tc.^;v^^Y(D^iy^;v^m&(D^B (C) 

<DfcW-M.til*^?h/l'&mirmXfoZ> 0 

<D^?\-w.i&x^?h^&m-tmxhz> 0 

[ig i9]ia 1 9fi, mm&i ioxmhntt;v^^Y<D*$>^v^m&<Dm&$v 

[|2|20]|g2Ofi > MMmi\xmhtitz.%;vtf^*Y(D^i/*;v*i/mM<D&Mi ( a 
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[0008] siti^ ^m<D^^^^xmn\zMmir^o 

[0009] &mWfc&Z>. 4-{3-?viu-4-{^?xizfxi\?;VT^;%JVT$~fr)TK;-7=.;*i<' 

[0010] *ywjJ?^5K®4att, Stft (00*.tf* *A*W$K*5J:iW*'f 

[0011] ft*s, tf/vtfaMKKfciU mWt&Mt(502/32872&s<>^i'ryh\z1BM<Dj?m<D& 
[0012] */w#^$K©4ft©SflSCfP«itb-Ct4, 0a*.tf*jfbHK Vpf-As* 

[0013] -j&tc, »*xma#f»c*5rt«ia*fAft(2 0 ) t±±o. 2 0 ©«5BBrt^»HiSdfeu. 

[0014] *MJUB*^*5V>-C^ r@0Hlft(2O ±0. 2° )9. 65° *3J:r*L8. 37° fclaljlffc: 0 

—f&^rrzitte. najf*aae(2e)9. 45 0 —9. 85° *5«tms. 17° —is. 57 

0 fcEUffi?— i7Sr*i-5j^v^vii:Srit!*U nuiFhftgf (2 0 ±0. 2° )5. 72° *5 

W13. 84° te@jTfcT— **r^rt-5j£W\ r@*Miae(2e)5. 52° -5. 92° 

U<13. 64° -14. 04° t^IaliFffc: 0 — ^SrWTSJ ^iS:iBt«*b, n§I#r*l&(2fl 

±0.2° )14. 20° *3«i;T^17. 59° \Z.m$T\f— f&jftZl tti. TWl$r&&. (2 0 ) 
14. 00° —14. 40° 33*1517. 39° —17. 79° KHUflffc 0 — *4r*TfSjfcV*5£fc 
«rjgt*U riHliff^S(2 0 ±0. 2° )8. 02° *3«fct5l8. 14° ^(fil^ft — ^^1" 
Sjtf*. r[Uiff^^(2 0)7. 82° —8.22° &* 1517. 94° —18. 34° {CHJ^t 0 
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— f&m-tZl&^b&M&iU r[Uifr^^(2 0 ±0. 2° )9. 36° &£m2. 40 
° ^lHl^ft°— ^^-f^jriU^^(2 0)9. 16° —9.56° &£Tfl2. 20° -1 

2. 60° KBtfrtf— *fc*f*jfcV*3£fc«rffc*U r HIiff^^(2 0 ±0. 2° )15. 7 
0° So±t^l7. 18° iJHH^ftf— ^Sr^-TSjtW:, r@$r*|£(2e)15. 50° -15. 
90° *5±V16. 98° —17. 38° IClsI^t 0 — ^*#^-5jfcV^5wtSri8t!*U r@*f 

ftMtee ±0. 2° )6. 48° &xxf9. 58° icuWrtr— if*. r[g$H%g 

(2 0)6.28° —6.68° *3,fcU<9. 38° —9.78° \ZLm^—^^-r^>\t\^t 

[0015] *w«*Jc*5v>-c, r-fb^>7h^i62. 4 P pm{c:t 0 -^^i-s j if*, rii^osu 

tfV\-fb^7M62. 4ppmt^M^^|^|^fc 6 -^^i-Sjr<b^ic*b, 
f7M&128. OppmlCfcf — ^Sr^Tt'SjiHU rfi^<z>$iJ^#[;iT 13 C@#NMR* 
^*lvMIIIJ&£rfTV\ fls5^>7M28. OppmtUKKHC^^fc r— ^SrfrfSj itSr 
Sc!*U mc&*S7Vmi02. 3ppmlCtf—^Sr*i-Sj itt:, rffl^'(DS!j^#^T 13 

j£i*&!*U r>ft#^h^}9. 9ppmfct: 0 — ?&ftirZ>jb^ m^<Dm 
^^^-C 13 Cia#:NMR^-<^h/V?l!l^fTV\ flsSH^HQ. 9ppmi2lKlft{C|ff] 

[0016] #IJ§ilW#fc:*3VvT\ r^fb^^h^l60. 2ppm^fc°— *«r^T**<5j fctt, m^(DMl 
J^^T^CIlfrNMR^^h/Miy^&tTVV >fb^>^M60. 2ppm£2§gtfjfc: 

l^&t 0 — ^£*1-5jrt&;t8feu r>fb^7h^)i26. 6ppmK\?—?&mirz> j £ 

pmi^l^fC(l^t' s -^M-f-5jr<b^*L, r>fb'^>^h^Jl05. 6ppm(Ct° 

s&m-rziki*. rii^<Daij^#^r 13 cia^:NMR^^h/vs'j^srfTV\ <t 

7. 8ppm{Ct°— rii^<D^^#KT 13 C@ftNMI^^|vHBiJ 
[0017] *PJ*B^tC*3V^ rjS^cll61±lcm _1 ^Kl|Xt 0 — ^^i-5j<bf4 % rj£$ai60 
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— 1 1 62cm" 1 ICW lfcfc°— t&m-tZ j ti t*nm^. I" j£{ga044 ± 1cm" 1 IC® 
Jfclfc 0 — ?&^-rZ>} bte, r^l043— 1045cm -1 1£® HXf— ^SrW^S J 

[0018] M*B#i£:}o^-t. r^i068±lcm" 1 (w®ltRfc o — ^^-rSjirfi, r^i067 

— 1069cm" 1 «JlXt°— ^^T-t-S J <tV^^^it5feb, r^918±lcm" 1 ^®l|X 

J £ (4, T^^9 17-91 9cm" 1 t^UXfc 0 — ^^-TS J b\ ^Z.b&M Ofc 

[0019] *PJJNB#(C*5V^, r^l324±lcm _1 tC®l|5lt 0 -^*-t-^jtf4, r^i323 

— 1 325cm" 1 \Z.WU\i— ?&mirZ> J ^££;tgfcU T^579 ± 1cm" 1 (~ M 
\?—?*m-fZ>lt\Z, r^^c578-580cm _1 (c:P^llXt°— ?&^ftZ>}b\<^Z.b%mv& 

[0020] ^SW^^T, r^iciTSO+lcm^^^HJll: 0 — f&mirZib}^ T^1749 
- 1 751cm" 1 i^A^—^^-r^ib^^b^M^U r^l224±lcm _1 ^lS 
Ifcfc°— ^ft^jttt, r^i223— 1225cm" 1 ^Sfclfctf— ^WTS J £V^£ 

[0021] *PJ§Jj!fa#fC:ioV^ r^l320±lcm _1 ^@Jl|Xt°— ^#-T^ji:}4, r^i319 

— 1321cm" 1 icSfcJfcfc 0 — ^£^5 J ^t£r;lc9feU r$^997± lem" 1 (C^lJX 

f&ftirZlbfe. m&996— 998cm l KW\&e—?&#1-Z]b\<^b&m&: 

[0022] *PJi^l#^*DV^, r^l281±lcm" , tC^H5lfc 0 — ^^ri-^jifi, T^^l280 

— 1 282cm" 1 WAUt'— ?Z^-fZ> J £V *5 * (fctrtcBfeU T^^985 ± 1cm" 1 \Z.WU 
K'—f&m-fZibfe. m%C984— 986cm" 1 (i®JtXt°— ?*^irZ> J £V ^.hSrSc* 

[0023] i-f&wmjjm 

[0024] i. mmmttte&fr.ykmmm<D&&<Dmmi7m 
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o 

[0025] 2. p-K/V3i>-^l^>g»j|[^ft:M:«EiWft(PfeJ.<0«3&^ffe 



WO 2005/063713 17 PCT/JP2004/019223 

[0026] 3. ^»^V^^iWft(Ofea (A) o^^^-fe 

(K8ci) 

" *&WMfimBk (A) &SB&-#-S£«s-e#3. 

»lt*l4WJC«IS*n*V^, #*L<tt2£jf<BlO~30f&*, £»>#*L<W:20 
«F*fflVV5. 

/^Xfl'ftVtt®*!*, SfttcatLTl. OS*— 1. 5M§*fflvS£i3&s-e#»#* 

raa»e>i2i#ra-ca!>3o 

0K&2) 
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*L<tt2laIfc#»t-ObP*.5o ££>4tti\ *0HIl!^lD*.5*KE**5J;tJ«2ig @ 

*&4©#SfJtiL-CW\ 1 : 1-3: lT-foO, #*lXf23:2T'fcS 0 

[0027] 4. *»^V^jMg<Pfe & (B ) Pi^r^fe 
[0028] 5. £2. Isx/M*>BM&<D&& (C) (DM^-frm 

»gB*/Bv^#-6\ ^«EiL-T«, MTtfStim^i-A'^ mm-jy^w/v^ st&n 

(2^2) 
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^t^^^a*w:«f^cffi!ll»*^^3&v^A^ #?£L<tt2o , c-6o < c-efc<9, £<9#£L<te4o 

(SSfe3) 

So fc*5» f ^it^l^^M^Sw^i (C) ot^^^ttL, £G>t£*f 
SiftO*W:«rUiffi!llS$iv5cv^dS, #*L<H:2£jC«>5~10ffiF*, cfc«90*b<f47- 

i^*^2^^-efe^ 0 

CK&4) 
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^itt©;i^#fcfWIS$ft*l^ #&L<teSSftf> 10-30^4, £W&^<1* 
20^*fflV^ o 

$f*u<f430#a»e>2B#ra-ea>3 o 

(«i&5) 

^^x/v*:>^ft<z>*SS (B) ^PSi-5r<bT% &Ks*A>*csWt<Dm& (C) SriSJii 
[0029] 6. ^^;V^mm<D^^;V^;V^^^m(D^^(Dm^-hm 

L<ttl. 2^4—3. 5^4/BV^> 0 
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✓v— /v^Sr/Hv^tas-ct, fr&L<nWfm^7-;^ 2--?vis<;—>vx&>z> 0 

[0030] 7. v^as>g&j£(?>7kfD^ M.fg, (f) coa^^fe 
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[oo3i] s. **^u*^mm<DmmfQM<Dm&(i)<DM&ii& 

$f*b<«2[H]{C^{t-C*P^.5 0 roi^, *0l@HC^;l3i&#Jfc*5.fct*2|5l g l^Px. 
5^*OW^ittbT«, 1:1—1: 5T?fc«3, #f *L<fil : 3. 5"C*)«o 

*pfita^^M*-e<D#i^{4 N io#~6i%fflxn?zb&x%. mtn,<mmm 

[0032] 9. ^#^XA>*>m&<Dt5&, ( a ) Ol^Tffe 
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x;xhz> 0 

tom&&.frtb&m&x<Difcmn. 2mfflxn?zttfx%, £f&L<te5#^ 
1. smmxhZo 

[0033] 10. ^*^U7f^i®m<Dte& ( 8)(Dm&*& 

mm) 
mm) 



I 
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< n2-yus*;—/uxfo% 0 

30f&4fflvvs o mUtl—tttC *fctt2— 4la»{:^ , Jt-C*P*.5^t 1 t>"T?#, & 
*L<«2[Hl{c^itT*Px.5 0 Ctf>#£\ *5lHllCiP*.5»jK**5J:U c 2lHl I \zMk.Z> 
BMA<D<&mitblsXtZ, 1:1— l:5-C*>0>»*U<ttl:l. 5— l:2-Cfc-5 0 

l/20ffiVN5 o 

MM^^o c c*-e<^^iPf4, io#- 6mmxn?z.b&x$ , m^<n2^m 

[0034] 1 1 . x^^^o^ f^^^raiiipfe.aoiii^ 

l*^fc^c^>*^:<*lifc0>»* ( £ ) ©ifttefi^jfebn-f sow *u\ 

9#*L<ttlOM^3o 
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t&A&mmitbVXfe, 1:1— 3:1-Cfct), 0*L<{23: 2XfoZ> 0 

x;x&z> 0 

Mis^botft©»iii> io#- 6mmxft?zttfx% , »^v<mmm 
frt>2mmxhz> 0 

[0035] *ftw<D%;&$:mMti,xtiim~rz>m&. M\ ^m^^tmm^mmmt 
±.fe.m\\mtvxi^ -mz.m.Miz.mm£in?>. mmm. mnm. mmm 

;Vu—7>, T=7t*T=tJ>^ hytf^h, "t?9^->\ ^^s^ fcKn^^ofcVM^/W-fcr 

±&mnffltvx\'i^ man. ^Tv^m-ry^v^ ^ru^m^^^^ 



WO 2005/063713 26 PCT/JP2004/019223 

i%m*mi-wj», ?&m**i<"}j*. -<y^>\ i&m&mtm^y 

±lS^*^*^JiL-C(4, ^jwWB, ^^tt, *JP, 

?y/H5fc^?-hy*A, 7^y/vT$y^c2t°^->-^, ^-y^xry^^y-fcy 

-kumffimtisXte, wz.t£. v>mm., mm, mm&. ^^mm^t^mmm 
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±mmmtwi, mm, mm, unsay, ^y±^m. ^y^m. v^-^-m 

±.ummm\^ ±.tmbm\<DDib. m^utm. wmm&Ms mmnrnm. mm 
ttx%mm-fz>o 

[oo36] *&w<D&&&mMb^x®.m-rz>m&. ^(D&mAi-zfcvt, &-§-ms^ 
[0037] #»wa>*&&H:, ih.mm3imwmkLxM#)xmmx$><o, iammzmmwrmtf 

[0038] ttm<D&&&wmafflbLxm^zm&. mmtvx, &mtmmm, w 

[0039] *yt, &mm<Dm&,^ m ^c-Kit*-*-— vm.wis&&B^ c-Khfr-r—wm 
st, m%mm. 3mm, $u&. mmm. nm&mB&m&tiitJzmm) im-tz&m 

Mastocytosis, 7W>^-, ^M^k°<Dm&lzM1rZ>mmM£LXh^}%}XhZ> 0 

mmm 
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[0040] wTKi, *ftm<Dmm&jZK!&mzirzttit)iz.mi&M&mfz>tiK #38ihi4w*l 

[0041] m&m 1 . 4-(3-^pp-4- (l/*w7n\?;\sT*Jj3;V!£-jV) T5 77i /dr'» -7-* 

S^M^02 / /32872^^7U's/MC|E«(D, ^^yV N-(4-(6-#/W^ 
-f;W7-^^v'-4-^yy/V)t^v'-2-^on7i=;V)*/W^- Ml 7. 5g % 37. 
7mmol) N-v^^/MJvVAT^K (350mL) {^l&fifU ^^#IS^T(-TS^ 
^[C^n^ntVl-T^Ce. 53mU 94. 25mmol) *1m7L, ^tfi-C— Bfc^#Ufc 0 S 
(1. 75L)tC#n*u *i#Lfc 0 *fmLfc*a^^^^U-C, 7k*#, 70<C-C 

*8lUfc8L K§|ftj!ftU $b(C170 e C-C8l^^^jlSfebT > «(BBI$£(12. 91g, 80. 2 
[0042] «mflH2. 4-(3-^pp-4- f^PTW/WTS 7 T5 ZZsZ±^) -7-* 

[0043] (D^—A- N-(2-^aD-4-tKo^rv'7^^)^— hCO^it 
[0044] Wkl] 




[0045] 4-T57-3-^on^^7— /V(23.7g)?rN, N-v^^W^/VAT^KQOOmUOTig 

TLfc„ M(£-C30£feBlt#tf>^ 7K(400mL), g^^/K300mLX 
6N-HCl(48mL)^Px.^O^, #BSJf Sr^BtUho #$S£l0%:ki&;fc(200mL) 

^46g£@#<fcUT#*: 0 

'H-NNnW^hA- (CDC1 ) 6 (ppm):5. 12(lh, br s), 6. 75(1H, dd, J=9. 

3 

2, 2. 8Hz), 6. 92 (1H, d, J = 2. 8Hz), 7. 18-7. 28 (4H, m), 7. 37-7. 43 ( 
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2H, m), 7. 94 (1H, br s) 
[0046] (2) l-(2-^nn-4-fcKDdri/>' J i^y>)-3-^D7 B atVV^WTCD: 
[0047] Ut2] 




[0048] y^/ls N-(2-^nD-4-tKn^>^^— h£r, N, N— 5**^7U* 
/W*T^K(100mL)(c:*gj!i?U 7fC^T->^a^ p atWT5>'(22.7mL)?rJ!)n^.> ^&t£T 
tft-^tit^Lfco 7K(400mL). i^^fvM300mLX 6N-HCl(55mL)^P^lTS^O^, 

^22.8g£r#fc 0 (4-T5/-3-^dl37a:/— /V^^<OJjX^77%) 
'H-NMRX^^f/V (CDC1 ) 8 (ppm) :0. 72-0. 77 (2H, m), 0. 87-0. 95(2 

3 

H, m), 2. 60-2. 65(1H, m), 4. 89(1H, br s), 5. 60(1H, br s), 6. 71(1 
H, dd, J = 8. 8, 2. 8Hz), 6. 88 (1H, d,J = 2. 8Hz), 7. 24-7. 30 (1H, br s) 
, 7. 90(1H, d, J=8. 8Hz) 
[0049] (3) 4- (3-^on-4- (i/^o^°o \?;V7*;jj;Vi$—;V) ^S^is) -7-*h*"> 

5?^7A** v-K (20mL) ft, 7-^h^-4-^nn=^/y:x-6-#/l':^1^R( 
0.983g) , l-(2-^oo-4-fcKD^^^/V)-3-v'^n7 P ntVVl7lxT(1.13g)*5j; 
r£§^irv^(2.71g)£Aq;t, 70 c C^-C23^^*B^^bfCo SJtSttSrMlc^ 

ltZ^88%) 

[0050] S^tm 4-( 3-^pn-4-(->^P7°PfcVVT$7^^feyM T5 -7-* 

5.00kg, 21.13mol), v ; ^/l'X/V*:=^v'K(55.05kg). l-(2-^nn-4-fcKn^:7;t 
=/V)-3-^o7°otf/V^UT (5.75kg, 25.35mol)*3j;tJ ? ^y^At-^'h=¥'>K( 
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2.85kg, 25.35mol) &JlK»Cfi:AUfco *<Z>fL 20t-C30#SI#U 2. 5B#F^ 

jW*Ti^^5t;*-e±#£-frfc. PI?l«-C19«flffl»#Ufc«, 33%(v/v)TiZ 
h^7K(5.0L)*Jj:T^*(l0.0L)^3. 5flWHd»tt~CjffTLfc. iKT^T^ 60 , C"T?2I* 
IHJlttU 33% (v/v) T-feh^TK (20.0L) *5 ±t*7K (40.0L) £55^C £t±-em#IKia» 

ttT^TbfCo 40TC-C16R#f!8«#L*:^ #fWbfcil$SS:aE*£ES*ja*S:fflv> 
T^EtU 33%(v/v)T-feh^7K(33.3L), 7tc(66.7L)*3it5T-feh^(50.0L)-eMglSfc 

ffijftU WBflS-&*7.78kg**fc. (42^96.3%) 
[0051] ±|a$ait^Jl^31?#biX7t4-(3-^cto-4-(^nyot > yVT5^/V'^= 

tttt, VN-fntlS^BB^02/32872^-«V7^^h{-|E^<D, 4-(3-^OP-4-( 

[0052] gglifcfrll 1 . 4-(3-^pp-4- (V^a^obVyT; /Vfe/V) TS 77x 7dr'» -7-^ 

4-(3-^an-4-(^n^afcVVT57^/VxK^^)T5/7^y=3riX)-7-^h= 3 riX- 
6-3V y ^*/V#^$K (854mg,2.0mmol) >V (17mL) 

, ^fil00 c C(Diffim£fflV^-riti5fET, 2N^^(l.lmL,2.2mmol)*S^^(-MTLfc 

*$6«r£StU yK4.3mLx2)-e^L, ^«±-Cii5t|6*(1.5«rlR|)«l, 70 

*ClCT?ajRftj!(l(23l*ra)U ^ie^&(786.1mg,85%)£#fco 
'H-NMR^-^^h/V (DMSO-d ) 5 (ppm) :0. 30-0. 50 (2H, m), 0. 60-0. 7 

6 

0(2H, m), 2. 56 (1H, m). 4. 06 (3H, s), 6. 86 (1H, d, J=6. 4Hz), 7. 29- 
7. 35 (2H, m), 7. 60(1H, d, J = 2. 8Hz), 7. 64 (1H, s), 7. 88 (1H, s), 7. 9 
5(1H, s), 8. 07(1H, s), 8. 34(1H, d, J = 9. 2Hz), 8. 70(1H, s), 8. 91(1 
H, d, J=6. 4Hz) 

[0053] mffiW\2. 4-(3-^np-4-(jX^P^PfcVVT$y^^^/V)T$y^3iy^v-)-7-y 
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6-*yV lrtAri*rt^)* (500mg, 1 . 17mmol) /V ( lOmL) {Cgg® £i§:T^# 

U ^ffllOO^ift^&JBV^TjSSET* lN|lte7k??f^*^(l.3mL,1.3mmol)£K 

«r£J&U ^y— M2.5mLx2)-C8fc#U £>tt±THi»&j*(15#ra)SU lOO^Cfc 
TiaaW&»(22l^iai) U ^fiE^ifa (483.7mg,81%) £#fc e 

'H-NMR^^^h/V (DMSO-d ) 8 (ppm) :0. 40-0. 50(2H, m), 0. 60-0. 7 

6 

0(2H, m), 2. 58(1H, m) , 4. 09(3H, s), 6. 89(1H, d, J = 6. 4Hz), 7. 26( 
1H, d, J = 2. 8Hz), 7. 33(1H, dd, J=2. 8, 9. 2Hz), 7. 59(1H, s), 7. 62( 
1H, d, J = 2. 8Hz), 7. 90(1H, s) , 7. 96(lH, s), 8. 06(1H, s), 8. 36(1H, 
d, J=9. 2Hz), 8. 72(1H, s), 8. 93(1H, d, J = 6. 4Hz) 
[0054] ^MI3. 4-(3-^pn-4-(V^n^°PbV>T$7^/Vfe/MT$y> y ^y^->)-7-y 

4-(3-^oo-4-(>'^n7 0 atVVT$7^7/l-^/V) TSy^mydrv-) -7-^h^>- 
6-3r/y>-#/l^>lKWl50mg,0.351mmmol)tC N ^tfi^y^l^I^drv-R 
(1.5mL)*5j:TJ«p-h/V^>-^/l'*:>'^--7K?P^l(80mg,0.422mmol)$:AP^fCo — 

(2.25mL)^PX., «§*Sr»»$*fco *©**14B#rai* 
#Lfc 0 WUJUfci»&i&&*5cLfc«, 60 , Ct?<6J»L, «|S3ie*(177ing)*»fe. 
'H-NMR^^h/V (400MHz, DMSO-d ) 5 (ppm) :0. 39 (2H, m), 0. 63(2 

6 

H, m), 2. 24(3H, s), 2. 54(1H, m), 4. 04(3H, s), 6. 88(1H, d, J = 6. 4H 
z), 7. 05(1H, s), 7. 07(1H, s), 7. 21 (1H, d, J=2. 8Hz), 7. 31 (1H, dd, J 
= 2. 6, 9. 3Hz), 7. 41 (1H, s), 7. 43(1H, s), 7. 59(1H, d, J = 2. 8Hz), 7 
. 86(1H, s), 7. 92(1H, s), 8. 02(lH, s), 8. 32(1H, d, J = 9. 6Hz), 8. 68 
(1H, s), 8. 91 (1H, d, J = 6. 4Hz) 
[0055] mmm4. 4-(3-^PP-4-(v/^p7'Pb>7$ J jj ;Vj$=.;U T5 /7i/»-» 



WO 2005/063713 32 PCT/JP2004/019223 

4-(3-?vv-4-(i/?vzfvt°/l'T$;%jVtf~/>)T^yZ73Ly*i/)-7-*b*i/- 
6-^r7U>-^yV^^r1^5K(150mg,0.351mmmol)^, ^mr^J^A^^tS^f-i/Y 
(1.5mL)*5J:tWilEIK23 ix L,0.422mmol)^Dx.7t„ — M.m&kt£o1t& . -f-<TiC^^ 

-arfc rojg^iSrM^^u zvt&iemmmwisfco mmuzmsk&m&v 

'H-NMIW^^kV (400MHz, DMSO-d ) 6 (ppm) :0. 39 (2H, m), 0. 63(2 

6 

H, m), 2. 46(2H, d, J=l. 2Hz), 2. 52(1H, m), 4. 04(3H, s), 6. 88(1H, 
d, J=5. 8Hz), 7. 21 (1H, s), 7. 31 (1H, d, J = 8. 2Hz), 7. 56(1H, s) , 7. 5 
9(1H, s), 7. 86(1H, s), 7. 93(lH, s), 8. 02(1H, s), 8. 33(1H, d, J = 8. 
2Hz), 8. 68(1H, s), 8. 91 (1H, d, J = 5. 8Hz) 
[0056] mmm5. 4-(3-*vu-4-(Zs*vzftt°/l>TS.yi}/]si$~/l') TS J-7 ^/3r-»-7-y 

K^>-6-^/'j^:fr/v*^-fr5R ^ yx^y^ofe^ (A) 

4-(3-^an-4-(^n^nl^/VT$y^/V^=^)T5y7rcy^)-7-^^>- 
6-=Sfyy>-^/^dr^5K(700mg,1.64mmol)t:^/— /KHmD^J;^^^/^^ 
^(143/i L,1.97mmol)O^S-a'^^^70 < Ct?^fl?$-fr7tc 4-(3-^on-4-(*/^ 

«*U J6fi&*8tUt, #btvfc^^^60 < CT-^U, &fB&iil (647mg) &#fc e 
(§S*fc2) 

4- ( 0-4- (iypuzfu \?/VTK/jJ/Vy$=-/V) T^S7 x.y*cis) -7-*h%->- 

(200 n L,3.08mmol)<Dm&t$mz50X;~CtgM£ J &tz. o 4- (3-^00-4- (v^P7°a 

&VUWl-tc&, /K7.2mL)i3j;tJ 5 4-(3-^PD-4-(v'^a^DtVl-T57^/V 
r^/^^y^r^) -7-^ H^-6-^/y V^/V^I^K 



WO 2005/063713 33 PCT/JP2004/019223 

tz 0 nbtitcm&&6ov?m,®iu mmm& (545m g ) &#fc e 

[0057] gg^!6. 4-(3^vv-4-(i/?tizftt°;l'Ti;%/l'78~/l')T*;Z7^/*i/)-7-* 
tfa (I) (250mg) ^30^-03^^, 40 < C-ei6B#fljMi£j!tU (240mg) £#fc 

o 

[0058] ^flgflH7. 4-(3-^PP-4-(^P7 , Pfc°;V7$ 77i /drjyW-^ 
/V^^^df-iyK^D^X^^HKeOOmg.l.lSmmolXC, @^^n-^/Kl2mL)^DX > 

tt«:115 , C-ei0l^lBI«M*U *e>»c*aT?1.5>»mHIH^II, *£.fB£at&LfCo 60*C-e 

^SIE^el (503mg) &ntz 0 

mm2) 

B%(l)(1.28g){^^y— M6.4mL)^P^l N 40t:Tigft?£*, Pim£-eKJ£Jft&36n# 

WflBCUt. «fttlb*:3l&fiS^t]ftUfc«, 50TC-C|£^U ^IEi^ H 3 H (0.87g)^#fc o 
(M&3) 

6-^/y>-^yV7K^5K(2.00g,4.69mmol)Sr@^^(14mL)i:^^^/V*;^^ 
(0.37mL,5.62mmol)O^^M(^P^, 40 t C-C^fi?$-frfc o »*PSrfl(l»bfc«, SiS 
^(C2-^ax<y— /H9mL)fc«ttF4-(3-^nn-4-(->i?'D^ > atVvT$y*y^=yi^ 



WO 2005/063713 34 PCT/JP2004/019223 

IEMhI (2.22g) £#fc 0 

6- ^r7y^^^ri^5K(1.28 g) 3mmol)*5j:T^^(12.8ml)^^b, ^(DMMWtlZ?- 
^>-^V*^(0.408ml,6.3mmol)^D^L, ^UXm^L-X^M^tCo Rl&WZm 
M&30X;\Z.Xtomi^ M7.7ml)5:^Dbfc 0 4-(3-^on-4-(^o 

^^^/VtK^^cD^^h^ (O^P^l, Hf-2-:/ti/V— ^£rl.28mli* 014HHC 

T5#H^#U $bt^a^*^Px/c7Kmf-T25^Pfl«^bfc(rt?ai7.6^C) 0 # 

-/K4ml){C-Cgfe^U 60t:{C-C^L, ^IE*£ B B B (I068mg) ^#fc 0 
[0059] g£fife^l8. 4-(3-^PP-4-(v-^tJ-7°Pb:V^T$y^/Vfe/M T^y^ydHy)-?-* 

(Km) 

^/^^rlKKttOOmg, 1 .640mmol)t^ ^fi^i^^WVV*^ v^ttmUSr 
*PXL> 80XlXfeM&-&tCo 60 < C"C^^^/l'*>'6^(143 i uL,1.97nimol) > g^m^/V 
(1.4mL)*5±0 ! 4-(3-^C2Ci-4-(i/^o^DtVVT5y*/VJK=/V)T5y73iy^^)- 

7- ^h^i/-6-^yy>'^/^>^K *?i/*;v*i/m&<Dm&& (a) 

fe&ZffiM^tzM.. 60^-^^b, ^fS*£(P H (746mg) &#fc 0 
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mm2) 

X., GOXlX-mmZlttCo ID?a^T^^>-^./^^(389juL,6mmol)*3j;t54-(3-^n 
ffiSBtSdl (I095mg) Sr#fCo 

mm) 

6-^yy^/V^^5K(854mg,2mmmol){C % £*^S^^l';vl'*^K(6.8inL)*r 
*PX, 62t;Ti£$?£-tJrfc 0 |^?l.^-t^^^^V*^^(454ML,7mmol)fc s ttJ?4-(3-^ 

#jvtf3r<V-$.b' *9i'*;\'ifrz/ffl&.<nmM&& (A) &Rj&miz.MftJ}[\%-, 2-7°v;</ 
— Ml3.6mL)^lNf^/0^tT^TLfc o 2-^o/V-;>©IT^Tt, KJS*ft*:2B# 

ri^(fci5t*-eftiu i^?as-c3o^-*^Lfc e wmufcii£tfi£}ii&u u c^ 60 

tfSJSU ggE&iHi (1082mg) 
[0060] 3£*fcfl)l9. 4-(3-^PP-4-(->^P^PbVVT; 7fr/l^~/M T5 S7=/**S>-7-* 

4-(3-^oo-4-(>'^cz^ p ofcVVT5y^7/^-/V) 7$S7xS*!-is) -7-j*h^>- 
6-^/yv#/1^^1^K(150mgA351mmol)£r N ^^(l.SmO&itW^/W^^ 
(31 ix L,0.422mmol)^m-^^tC50 < C-C^$-&fc„ jMKW^tt, BMfc*?- 

(A) SrS^^^KS^nx, $blcS|Pift3i^-/m.8inL)*2l*ra*»HX«!i 
TU5: 0 ft«xfM)»T*T«, SJ&M£r50 < C-e30#8S#U ^V^^m-C7.5 
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[0061] mmmiO. 4-(3-?vn-4-(i/fv-7vK°/U7*;iJS]s7$~/l>) T$ /7»^»-7- 

4-(3-?vu-4-(i/?u7x3l?/l'T$S#/l'tf—sl')T^yz7^S*i/)-7-*h*i/- 
6-#/y;o^^1KK(2.00g,4.69mmol)£\ &WX4mL)&&W#^*;V-fcZ/& 
(0.36mL,5.62mmoDO?l-a*^^40 , C-e^$-erfCo »«?&flfc»UfcfL l-7°a/^ 

iy) -7-^ y*;^t5K *?ls^/V-fc^mt&(Dmifc& (C) (lOOmg) 
£S/£^]II^P;t, $bl-l-7°P'V— MHmDjoiOT^-l'y^nfcVKlOmL) 

40#^#Lfc o *rfcHUtiM&iiI&U (2.61g)£#fco 
[0062] ft**, y^^/V^^^^cD'H-NMR^b^v-^^^WT^i^O-efo^o 

'H-NMIW^^V (DMSO-d ) 5 (ppm) :0. 44 (2H, m), O. 67 (2H, m), 2. 

6 

36 (3H, s), 2. 59 (1H, m) , 4. 09 (3H, s), 6. 95 (1H, d, J = 7Hz), 7. 25 (1H 
, d, J = 2Hz), 7. 36(1H, dd, J=3, 9Hz), 7. 63(1H, d, J = 3Hz), 7. 65(1H 
, s), 7. 88(1H, br s), 7. 95(1H, br s), 8. 06(1H, s), 8. 37(1H, d, J=9 
Hz), 8. 73(1H, s), 8. 97(1H, d, J=7Hz) 
[0063] jjffl] 1 ■ 4-(3-^PP-4-('>^P^ > at:VVT$/^/kfe^)T;y^mydr-»-7- 

4-(3-^pp-4- (v'^p^'ptvi'T^y^/v^^/v) t$S7x.s*?s/) -7-y. 

6-^/U^yV#>^5:K(150mg,0.351mmol)^, £jfi^?^/l^l^¥iXK<1.5mL) 
*JJ;t^3i^>'XA'*i^aft(34M L,0.422mmol)tr*PXl^^$-BrfCo 60^-^ SJC^^g^ 
»ai^/Kl.5inL)&L5l#Ma»ttT»TU S1^^/VO}igT£riS*i-TLT30#j&i®^ 

fci»S*«5tbfc«l % 60 , C-C|£J!*U, fldBM (176mg)£#fco 

mm) 

4-(3-^PP-4-(v-^P^PtVVT57^/V^^^)T5y^^y=¥^)-7-yh^r^'- 
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6-^/y:/;fr/VzK^1^K(2.00g,4.685nunol)^ ^MTN^V— M40mL)$5£Xf^? 
^VV*^(459m L,5.622mmol)^PXL, 65X:X-f&M&"&fc 0 Rj£fcSS\ 22t<7}*S 
UMiCX^M^ Hl£^~4-(3-^nn-4-(^n^nfcV>T5/#/l^— JV) 

[0064] ggfls#ni2. ^(s-^pp-^f^pyp^T;;^^) T$/^jiy^>-)-7- 
wmi) 

( 1 98mg) (C3i^y — /K3mL)*5 «fc U?*(0.5mL)^P *U J&£:3l#raif#Ufc 
o #SA*4t5tUfc«, eonc-CftjjRb, ^IEi^^ (89mg) 5r#fCo 

mm2) 

6-^/y^/U-^iJ-$K(150mg,0.351mmmol)^, ^M^I1^K0.75mL)*5<£tF:3i^ 
^/V*:>'^(34ML,0.422mmol)^Px., &0^X^M^tz. o 7k(0.225mL\ 2~Zfvi/<J 
— M2mL\ HJfe^y 1 2£> (®l&cl) -e#^>n«fc4- (3-^ao-4- (V^n^ntf/VT^y 

-7-y- hdrv--6-=3ryy JoM'xK^I^K a^J^^HJ;^ 

»U ^iE&fffB (I39mg) £#fc 0 
[0065] gMfcfllll.3. 4-(3-^PP-4-('>^P^ p PbVWT;/^/k^/l-) T;7^ai/^»-7- 

Mi 

4-(3-^aa-4-(^D^atVVT$y^/V^yV)T57^3i7^iy)-7-yh^r>'- 

6-^yy:v;&/v^i^K(400mgA937mmmoi)f£, ^t&T^^^Vl^/l^^KtemL) 

^PX, 60X:X*&M&-&tc o ^91/ WttsWto2 ii L,1.124mmolX gjs|fciL^yw 



WO 2005/063713 38 PCT/JP2004/019223 

(2AmL)i$£TfimffiMl2<D (Mfcfel) ^#&ft/fc4-(3^nn-4-(i^n:rnfcVKr5 

>mm<Dm^ ( & ) ^mmazmMMx., 6o < c-c2o#}£#ut ) ^h\z.m^m^Mm 
0 ^mjtzM^mmjtzMi. 6o t c-e^b. ^ie^^ b (523m g ) 

[0066] #*5, ^i^^/VT^^^o'H-NMRCD^^^hfit^^T^t^O-CfoSo 

'H-NMRX^h/KDMSO-d ) 8 (ppm) :0. 43 (2H, m), 0. 66 (2H, m), 1. 

6 

05 (3H, t, J = 7. 4Hz), 2. 38 (2H, q, J=7. 4Hz), 2. 58 (1H, m), 4. 08 (3H 
, s), 6. 88 (1H, s), 7. 24 (1H, s), 7. 34 (1H, d, J=9. 0Hz), 7. 60 (1H, s), 
7. 61 (1H, s), 7. 88(1H, s), 7. 94(1H, s), 8. 05(1H, s) , 8. 36(1H, d, J 
= 9. 0Hz), 8. 72 (1H, s), 8. 92 (1H, s) 

coo67] mmmwm^m 

nbtitz.-k<D) &£Tf3L*^xsi'&^mM.(&.T. ^y^mm <d&m> ( 3 ) (^#112 

-e#btVfct><^) <D^j|?)i^$r. [Hlte^-Y^&CJ.H. Woodb.J. Pharm. Soc. , 5 
4, 1068 (1955) ^^^T^^^-CSU^bf^ ft**, ^fi¥i£gi*j§fl?#J 

: mi4&iE b *^M^<^-^^fe (^^^&) iz.mm^titzm2m ( p h 

6. 8, 500mL) 

7^:?£>[hI^§^ : 50rpm 
^*^t£:fctt3^t^5$&flsWffi1»: 1cm 2 
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(HPLCO^#) 

#7A:Cadenza CD-18KV^l^a^tt9!i;l*J&4. 6mm, 100m 
m, n m) 

*?AaUK:40 < € 
tffig : 1 . OmL/# 
^SMU: 

H O : CH CN : HCIO =990:10:1 (v/v/v) 

2 3 4 

CH CN:H O: HCIO =900: 100:1 (v/v/v) 



B?&<D$i^ : 20% 
aA*:100jtzL 

mm : mftWftltmY mfefe& : 252nm) 

Mf:^?— iaae : 25X: 

mm 



[oo69] ^Tti<DM(Dm&^\,^xh,mBi^<Dm^titm.xmmmm^^<±^ 

[0070] «»fiai2. ^£zk±i^i±aM^18ig8M§S 



[0068] [&ti] 



(f<B/»/cm 2 ) 



>S/;uM(c) 



0.8 

4.7 

8.7 

11.8 

15.5 

18.5 
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MMteU »#8l*IB«*rf>j&ilSrWHIUfc. 

o 

C-uvifcfc:J:«3W)£Ufco lt&SEfcg&fcW^ ^HSfelcJ:9ji«»«U'W 

[0071] 













^>;U&&(A) 


g*ifii&*;Tej£ SJilM (T max ) 


(hr) 


1. 17±0 


4 


2. 67±0. 7 


1. 67±0. 3 


S * Jto^ * ;S ® ( c max ) 


(ng/rnL) 


53. 3±9. 


9 


480. 4±31. 4 


397. 


1±100. 1 


24*M«0)ifli!R*a«(C 2 4hr) 


(ng/mL) 


24. 0±9. 


0 


100. 5±81. 7 


17. 


1±2. 5 


AUC 0 _ 2 4hr 


(//g hr/mL) 


0. 6±0. 


0 


4. 8=fcO. 2 


3. 


0±0. 4 


BA 


(%) 


9. 1 ±0. 


4 


73. 5±2. 3 


46. 


2±5. 9 



[0072] V vf feOtfftatirftfC&V ^Tt>, 56l*#:«)J|$fitJt|{EUr*^:jliL«f tt»*«*5j:t^B 
[0073] Mffi 
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i. <&m&&&#kwmm:imm) 

a-l. 25t\ *l*l-®&75% 

b-i. 25<c % ftttmm93% 

a-2. -20^C(Sg|/§) 

b-2. 25<C, 3fem^(lOOO/V^;fcfcbT/V5f@T-ii3t^^^) 
c-2. 25*0, 3fcl$#t(lOOO/W^ 
d-2. 40"C % *1*J1S^75% 

e-2. 60^ 0®Rfl ; fcfcU ^i/^^Og^^?P^O^^ (I) HoV >T 

3. HPLC^S^j^loiaj^S: 

(HPLC?BJ^^#) 

: Mightysil YCP-1SGT mMit^W^^^M; \H&4. 6mm, #7Aftl5 
Omm, *&^-^3 ^ m) 

&fcii:l. OmL/^ 

H 0:CH CNrHCIO = 990: 10: 1 (v/v/v) 
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CH CN : H O : HCIO =900:100:1 ( v/v/ v) 

3 2 4 

[0074] [&3] 



B#RS1(#) 




0 


5 


3 


20 


15 


20 


30 


100 


30.01 


5 


35 


5 



[0075] &A*:10/l*L 

&m : m^%%m.n ($J5£j&ft : 252nm) 

f&WafcE 0 ^m^*-^)-^^&(Cfe*fe$^fci^*XaiHl^ra'J^fe (B-614- 
619) |£f£V\ ^T^>S'J^#T*tTofc 0 

: RINT-2000 (S#«^^ttM) 
{£ffiX^ : CuK a %k 

WlS;JE:40kV 
WWJJfE :200mA 

K:5° /ft 
jfegttl : 2 0 / 0 
^^C^IS:2 0 =5° —40° 
&W(.X})vh:0. 5° 
t5cf§L^y.yh:0. 5° 
^3fe*i>:yh:0. 3mm 
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5. 7kfr£MWfe 

[0076] [^4] 











0.7 


c 


a-1 


0.6 


c 


b-1 


0.7 


c 



[0077] [^5] 



*is)lsMi&<D&Mk (C) (Dfelttglj 











0.7 


c 


a-1 


0.6 


c 


b-1 


0.7 


c 



[0078] [&6] 











2.9 


I 


a-1 


0.6 


c 


b-1 


0.8 


c 



[0079] [MT\ 





7K##S 






1.7 




a-1 


1.7 




b-1 


1.4 


0 



[0080] ^>/H?tOi^i (A) , ^/V^^dl (C) *3 XU^^mm<D^ a ( 0 ) I'd 
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[0081] [^8] 









$□11 ff£ 




4.02 


0.3 


A 


a-2 


3.90 


0.0 


A 


b-2 


3.95 


0.0 


A 


c-2 


4.23 


0.1 


A 


d-2 


3.90 


0.2 


A 


e-2 


3.97 


0.2 


A 



[0082] [&9] 



>*>JI/Bg<Ptt*(C)(Piafl:ggtegg 







t(%) 






\ 2.11 


0.7 


c 


a-2 


2.10 


0.7 


c 


b-2 


2.09 


0.8 


c 


c-2 


2.22 


0.7 


c 


d-2 


2.06 


0.6 


c 


e — 2 


2.18 


0.5 


c 



[0083] [&10] 



^'>^uitttg>itmnftg>taa(i)<oBH»gg36ttBflii 







t (%)*»#*(%) 






I 0.62 


2.9 


I 


a-2 


0.67 


3.1 


I 


b-2 


0.66 


3.1 


I 


c-2 


0.87 


2.9 


I 


d-2 


0.61 


0.9 


c 


e-2 


0.84 


0.3 


B 



[0084] [*11] 
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tnmftm 0.55 1.7 

a — 2 0.48 2.0 

b-2 0.46 2.5 

c-2 0.49 2.1 

d — 2 0.48 2.0 

e— 2 0.51 2.2 



B 

b 

B 
0 
B 
B 



[0085] ^>/l-mi&<Df&Mi (A) , ^/^m^<Dm^m (C) dSiTJ^^/vaft^^S ( 0 ) KM 

[0086] aft 2^zkM^M^ (b) mmmsm^M^i gmm^mmm 

> HI^3%, 30%, 50%, 60%, 70%, 75%, 80%*5«tt585%[CplEbfCo 

[0087] mmz* ^^mm(D^^;v^;v^^immmw\8(Dmm\) xmh&fch 
Hrta 
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mm=i>bv—7- : pct-20 m^mm^^iM) 
: 20/ & 

SU^M^:30 t C, 40O, 60O, 80O, 120O, 140O, 180O, 200*0, 2050, 
2100*30:^2150 

dkmh 

30 < 0-80 t CT'(*^^ B ^i4^*biX^/& i oy5:^ x l20 < O&t,±tf>a$Wv'/H£ 

(c) ^(Dm&fimabbtitco 
[0088] m^xmmnfm^) 

WkWL 2, 3, 4, 5, 6, 7, 9, 10. ll&&Xfil2T<&btl1d&&\Z.<>\/* 

t, ^i4^ie B^mm^<D-^mmcmm^tcm^xmm^Tm^m(B-6i4 

-619) fcf£V\ SlT<Dm7£4ki*X*n ofe 0 

mm : RINT-2000 (S#m*fcl*5££r*t®t) 
i£jSX>8|:CuKai8l 

Wfllffi^OkV 
W®$fc :200mA 

jtSt$ft:2 0/'0 
^^^H : 2 0 = 5° —40° 
&flt*yyh:0. 5° 
ffcSL^y^O. 5° 
SSfcMJs'HO. 3mm 

[0089] ®[5£0!lL ^ife^Jl, 2, 3. 4, 5. 6, 7, 9, 10. H*3j;TJ ? 12-C#^yc:#iS^BlO*& 
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[0090] [^12] 
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o 
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r- 


r— 


o 


c— 




r- 


e- 


co 


eo 




r- 




c— 


o 


o 


<=> 


r— 


at 


© 




IA 




«o 


cn 


io 


mT 




A 


eo 


© 


cm 


to 






r~ 


o 


o 




O 




oo 


oo 


o 


CM 


«o 


co 


o 


m» 




LD 


so 




cm 


tf> 






to 


us 


CM 




OM 






r> 




<D 


CM 

































Ol U3 N I~- 



OO N «o * to 



t- » m >o 



ia 



IA 



r- 


© 


00 




(A 


mp 


•o 


CM 






U» 


CO 


CD 




M» 


OO 


CO 


OO 


CM 


«o 


CD 




o 


CM 








9) 


SO 


r- 


IA 


© 


0O 


eM 


CO 


CO 


r- 




r- 


MT 


© 


P- 


o 


IA 




OO 


eg 




CO 


CM 




IA 




OO 




o 


© 




oo 


co 


00 


MF 


© 


U3 


CO 


OO 


CM 






o 


o 


cn 




OO 




r- 


r- 


r- 






ia 


ia 




M» 


CO 


CO 


CO 


CM 


CO 


CO 


P3 


CO 


co 


«M 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 



6 


CO 




00 




CM 


00 


O- 


oo 


en 


CD 


OS 


CM 




cn 


in 


OO 


CD 


to 


ID 


OO 


CM 


























oo 


CO 




OO 


M" 


0O 


in 


f— 


CM 






in 


CO 


oo 


r- 


1— 


CO 


00 




P- 




























CM 




CM 




CM 






CM 




CM 










CM 




CM 


CM 




















o 


o 


o 






o 


a 


© 
















o 




o 




© 




o 




















o 


o 


o 


e 


O 


o 


© 


o 


O 


o 






O 


o 


O 


o 


o 


o 


o 


o 


o 


© 
























CO 


CO 


o 


0» 


oo 


oo 


CO 


o 


CM 


•M 




o» 


■M* 


MP 


oo 


CO 


o 


«*■ 


o 


o 




















r- 


© 


IA 


OO 


Mr 




00 


CM 


r- 




OS 




t- 


CM 


CO 


© 


© 


r- 


co 




CO 


MF 


















CM 


r— 


OO 


oo 


OO 


© 




a 






CM 


CM 


CO 


co 




MT 




CO 


CO 


p- 




CO 


© 




















CM 


CM 


CM 


CM 


CM 


CO 


CO 


CO 


co 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


co 


CO 


CO 


CO 




















































































CM 


•o 


M» 


IA 


CO 


P- 


oo 


cn 






CM 


CO 




lA 






00 


© 


o 




CM 




















CO 


CO 


CO 


OO 


CO 


oo 


00 


CO 


eo 


MF 






















ia 


lA 


















*> 

• 

• 




























































































































« 
































































r— 




C— 


oo 


co 


o 




oo 


o- 


O 




CO 


CO 


MJ» 






© 


CO 


MF 


CO 


CM 


o 


CO 


■M* 


CO 


OO 


CO 


r~ 


oo 


OS 




















CM 






CO 




M» 




CM 


CO 






CM 






CM 


CM 


CM 






CJ 






1? 




























































































































« 


CO 


CO 


o 


o 


o 


o 


r- 


CO 


CO 


CO 


CO 


o 


CO 


r- 


r— 


CO 


c- 


© 


© 


CO 


CO 


CO 


o 


CO 


CO 


P- 


© 


O 


o 


o 




© 




OO 




oo 


CM 


o> 


CO 


OO 


OO 


iA 


a» 


cn 


o> 


r— 


CO 


p- 




O 


o 


© 




CM 


CA 


CD 


ia 


p- 


CM 


SO 


eo 




ia 






t» 




CM 




OO 




CM 




CO 


CM 


oo 


o> 




CO 






CM 


ID 


IA 




CO 


CM 


oo 


eo 




o 




0 










CO 


CM 






CO 


CM 


CM 


r— 




cn 


IA 


MF 


CO 


eo 


rO 


m 


CM 


CM 
CM 


cn 


IA 


IA 






oo 


M» 


CM 



IA 




m» 




o 


CO 






CO 


MP 




« 


© 


CO 




CO 


© 


© 




o 


CO 




CM 


CO 


CO 


IA 


© 


MT 




•MT 




» 


M* 


M* 


oo 




00 


CO 


00 


© 




a* 


CM 








MT 


CM 


IA 




© 


CM 


oo 




© 


r~ 






MP 


CM 


ID 


© 


© 






p- 


00 


CM 


MP 


CO 


CO 


CO 


CA 


r- 




© 


© 


to 


CO 


© 


© 


o> 


© 


CM 


CD 


oo 


IA 


oo 




irt 


CM 


r- 


00 


CO 


© 


Mr 


o 


CM 


M" 


00 


t— 


CO 


CO 




© 


mT 


© 


eM 


© 


© 


CO 


r- 


© 


CO 


10 






CO 


eo 


CM 


CM 




o> 


© 


oo 


oo 


OO 


























CO 


CO 


eo 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 






























































IA 


CO 


<o 




CO 


00 


CO 


CO 


CA 


IA 






© 


© 


© 


IA 


OO 


CD 


CO 


© 


© 


oo 


© 


CO 


© 


© 




OO 


00 


CO 


© 


CA 


r— 


MT 




oo 


IA 


© 




CO 


MT 




© 




© 


© 


© 


r- 


r- 


CA 


© 




t- 


t— 


00 


© 




OO 


oo 




© 






o 


o 


o 


o 




O 


© 


O 


o 


© 


o 




© 


© 


O 


o 


© 


o 


o 


o 




© 


© 


© 


© 


© 


© 


o 


© 


© 


o 


o 


o 


o 


o 


o 


© 


© 


© 


© 


o 


© 


© 




a 




o 




o 




© 


o 








o 


o 




LA 


CO 


o 




eo 


CO 


mF 


CM 


cn 


r- 


O 


CO 


oo 


oo 


CO 


CO 


r— 






c- 








cn 


CM 


en 


© 


© 


© 


CM 


CM 


en 


CM 


en 


MP 


en 


CM 


c- 




CO 


r— 


IA 


lO 


CM 


© 


CO 


cn 






© 


M» 




IA 


© 


IA 




CM 


oo 


M* 



8 



r» oo oo cn cn 



O O CM CA IA 



ia ia <o oo cn 



cn o o cm 

— CM CM CM 



CM CM CM 



CM CM CM CM CM 



Iff 
US 



— CW .CO 



r- oo © © 



— oo eo MT © 



co c— oo cn 



— CM CO MT © 
CM CM CM CM CM 



oo o» © 
cm eM co 



[0091] [3? 13] 



WO 2005/063713 



49 



PCT/JP2004/019223 



2 



oc 


cm 


CM 


CM 


CM 


tO 




o 


to 


CM 


CO 


t- 


CM 


r— 


r- 


CM 


\o 




lO 


© 


MT 




© 




lO 


o 


-w 




•o 


t© 




to 


o 




r- 


CM 


IA 




so 




oo 


c— 




co 


oo 






LTJ 


co 


oo 




If 






CO 




CM 








cn 


IA 






CM 

















CD 

CM 







f- 


CO 


to 


CO 


lA 


© 




t— 


«o 


cn 


c— 


iA 


CO 


tn 




oo 




CM 


^* 


oo 


oo 


CO 


f- 


o 


r— 




cn 


(O 


CO 


CO 


cn 


CM 


to 


tr 


eo 


© 


CM 






1/3 


o 


oo 


xr 




CO 




OO 


CO 








CM 


e*o 


CM 


CM 






o 


o 


en 


as 


eo 


r- 




to 


tra 






CO 


CO 


CO 


CO 


CO 


CO 


CO 


to 


CO 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


oo 




CM 


CM 




LD 




OO 


IA 


00 


CM 




© 




to 


© 


lO 


CO 


CO 














CO 


to 








tra 




CO 


ia 


to 








CM 


CM 














CM 




CM 




CM 


CM 






© 


© 


o 


© 


o 


o 


o 


© 


© 


© 


o 


© 


© 


O 


© 


o 


o 


o 


© 


o 


o 


O 


o 


o 


o 


o 


o 


o 


o 


© 


© 


© 


© 


o 


o 


© 




to 




CM 


© 


CM 


00 


CO 


© 


o 


to 




to 


o 


to 




CM 


© 


r— 


o 


tO 


CO 


to 


CM 


«o 




eo 


CO 


to 


© 


eo 




to 


CM 


eo 


r- 


to 


r- 


t— 


OO 


CO 


© 


© 


© 






CM 




CO 




CO 


r- 


CO 


oo 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


eo 


CO 


CO 


CO 


eo 


CO 


eo 


«o 


eo 


eo 




CM 


CO 




irt 


CO 


r- 


CO 


on 


o 




CM 


CO 




(A 


<o 


t— 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 

























71 o m o o 



© 



— CO r- 



oo CO oo 



m 



CM 



CO © — CM o 



O* LO CM CM IO 
— — CM CM m 



» c oo - 

CM CM «M IA 



CO — C- — 1 



•a 





to 


CM 


IA 


CM 


oo 


r— 






o 


CO 




cn 


cn 


LT5 


o» 


o 


xr 


CO 


CO 




oo 


CO 


CM 




oo 


oo 


CO 


CM 


oo 


tO 




tO 


CM 


© 






© 


© 


© 


-* 


O 


CM 


CM 


CM 


c— 


© 


IA 


CO 


tA 


© 


CO 


IA 


to 


CM 


CO 


O 


CO 




SO 


© 


to 


IA 


© 


to 


co 


oi 


cn 


CO 


to 


•«r 


r- 




CO 


co 


■«r 


CO 


o 




IA 


IA 


cn 




IA 






© 




o 


CM 




© 


CM 


CO 














CO 




CM 


CM 


CO 


CO 


CM 




M* 


o 


in 




IA 


© 


oo 


CM 


eo 


eo 


CM 


CM 






























































© 


eo 


CO 


CM 


© 




r- 




IA 


IA 


r— 


CM 


to 


co 


o 


**• 


P- 


r— 


IA 


o 


*o 


to 


CO 


© 


CO 


r- 


CO 


© 


OO 


CM 


eo 


oo 


t- 


cn 


to 


e— 


CM 


CM 


CO 






IA 




to 


CO 


to 






CM 


co 


CM 


tj« 


© 




m 


CM 


«e» 


CM 


© 


CO 


© 


-tr 






eo 


ov 


to 






*t 


Oi 




CM 




CM 


Oi 


r— 




CO 


to 


IA 


o 


CO 


co 


cn 


© 




© 


CO 


f- 


lA 




CO 


c-» 


CM 


© 


h- 




oo 


C- 


CM 


CM 




© 


CO 


to 


(A 




CO 


CM 




o 


CO 


00 


t— 


to 


IA 




X* 


eo 


CO 


© 


CO 


c— 


c— 


«o 


to 


to 


m 


IA 


IA 


IA 


IA 


IA 
















M* 


CO 


CO 


CO 


eo 


CO 


CO 


CO 


CO 



OO — CO 
0O Tf CO 



CM 
CM 



IA — tA CM 
CO tO mm 



tA tA — IA lO 

to to to to 



IA IA IA — • lA 
to CO to ^* CO 

— CM — — CM 



lA 00 IA wm U9 

to OO tO ^ CO 



— CO CM CM — 
■V OO — — . Tf 

— — CM CM — 



o o o 



o © o 



o o o o 



© © o o 



o © o 



CM 



©©©OO © © © © © O © O O © ©OOO© ©ooo© © © © © © 

^ BS ^ 00 N XT O OO CM CM CM O © O0 OO o to xf CM CO OO O OO CM 0O CM CO OO o 

to to co cm to — o *r r-Ocor-co oo tr era co oo co — cr> — o cc « co v 

© © O — cm n m * uj in to r- r— f— co ooencnoo — cm cm co co k- v ia ia to 

— i — — — — — — — • m m _ _ — _ _ _, cm CM CM CM CM CM CM) CM CM CM CM CM 

- n * tfl to c- oo cn o - n « * m tor— oo©o - cm n v ifl ©r»oo©o 

— — — — — — — — — — CM CM CM CM CM CM CM CM CM CM CO 



UP 



[0092] mm 



WO 2005/063713 



50 



PCT/JP2004/019223 



J? 



■a 



5U 



CO 

esi — • 



t- to 

to cm 



00 — 

<0 o 

to IO 

CM CM 



CO — 



ID 

eo tt 
eo co 



CM 

CO CO 



U» CO 



tO 
CO 



ei m oi r» cm 
in w * eg n 



CM CM 
CM CO 



to © r— r- 

CO CO CO CM CO 



Tf IO CO OJ — 

-T (fl W N 



O 1/3 — O 
CO CM CM CM CM 



3 

■o 



en 


o> 


CO 


eo 


in 


CM 


© 


CO 


CM 


CO 


OO 




t© 


<T> 


to 


cn 


an 


co 




CM 


CM 




CO 




CO 


© 


CO 


«— 


cn 


cn 


r— 


CM 




m 


t— 




in 


CO 


to 


O 


OO 


to 


^* 


CM 


cn 


t- 


r- 


in 


r— 


CO 




ts 


in 


r- 


m 


CM 


CO 


to 


r— 


CM 


o 


CM 










m 


CO 


CO 


m 






r- 


CO 


CO 


CM 


O 


m 


00 


CM 


O 




en 


in 




o 


to 


•V 


CO 




CO 


CM 


CM 


CM 








CO 








CM 


-* 




CM 


CM 


CM 


CM 




CM 


CO 


eo 


CO 


CO 




CM 










oo 


CM 


CO 


CM 


CM 




(O 


CO 


CO 


w 


in 




CO 




CM 


m 


CM 


CO 


in 


o 


to 


eo 


eo 


cn 


oo 


en 


cn 


00 


<T> 




c— 


c— 




OO 


o 






CO 


CO 


oo 


C— 


CO 


cn 


CO 


o 


CM 


IO 


r— 


CM 


CO 


o 


CT> 


r— 


CM 


CO 


o 


in 


OO 


C- 




CO 


to 








© 


r— 


cr> 


cn 


to 


ao 


cn 


CM 


CM 


ao 


to 


r- 


CO 


CM 


CO 




CM 


to 


in 


CM 


in 


co 


p- 


to 


CO 


■* 






•V 


CO 


c- 


IO 


CO 


r- 


to 


CO 




o 


to 




CO 


CM 




O 


cn 


CO 


t— 


IA 




CO 




en 


00 


CO 


r- 


to 




oo 


co 


e«- 


i— 


CO 


(O 


m 


in 


in 


m 


IO 


M? 












ro 


CO 


CO 


eo 


co 


co 


CO 


CM 


CM 


CM 


CM 




to 


OO 


IA 


CM 




00 


CM 


M 


OO 


CM 


in 


cn 


CM 


LT3 


CM 


CM 


CO 


cn 


CO 




to 


CO 


CM 


CO 


00 


m 


00 


OO 


IO 


MJ> 


<X> 


CO 


CO 










to 


00 




to 


to 




CO 


CO 




eo 


IO 








l» 








to 






IO 








CM 


CM 






CM 






CM 




CM 


CM 


CM 


CM 


CM 




CM 






CO 


ro 


CM 














O 


o 


O 


o 


o 


© 


o 


© 


O 


o 


o 


© 


© 


o 


o 


o 


© 


o 


o 




o 


o 


o 


© 


© 


© 


o 


© 


© 


o 


a 


o 


o 


o 


o 


o 


o 


o 


o 


CD 


o 


o 


o 


o 


o 


o 


© 


o 


o 


o 


© 


O 


© 




o 




o 


o 


o 


o 


CM 






o 


CM 


CO 


tO 




00 


CM 




<£> 


CM 


t£> 


o 




to 


to 


00 


to 








00 


o 


© 


o 




to 


to 


t— 


to 




in 


eo 




CM 


eo 


CM 


<o 




o 






eo 


eo 






o 


in 




CO 


a> 


C- 


OO 


to 


cn 


o 




p- 


in 


cn 


o 








CO 


CO 


in 




ID 








cn 


o 


© 




CM 


CM 


CO 


CO 


-«*• 


Kfy 


to 


00 


© 






CM 
































CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CsS 


CM 


CM 


CM 


CO 


CO 


CO 



— CM CO 



IO 



IO 



to 



to t— co cn 



CM 



— cm co * in 

CM CM CM CM CM 



to r— oo cn © 

CM CM CM CM CO 



[0093] [Si 15] 



WO 2005/063713 



51 



PCT/JP2004/019223 



5 



CO 
CM — 



<*■ — CO 



oo — to t- 



— — — N » « N <D 



m 


GO 


CO 


OO 


to 


OO 


1/3 


r— 


r- 


c- 


CO 


CO 


o 


CO 


CM 


o 


OO 


CM 


t— 


to 


tO 


t— 


to 














P- 


CM 




OO 


cd 


OO 


to 




CM 






an 


CM 


CO 


o 


o 


CO 


cd 




CO 


CM 
















CM 


* 




o 


e— 


r» 




tn 




oo 


CD 


CO 




o 




CM 


CO 


CM 


CM 


to 


^* 


CM 














CM 




CM 






















































O 


o 


CO 


CM 




to 


00 






i— 




CM 


oo 


to 


o 


to 


c— 


© 


oo 


0 


CO 












a 




CO 


CM 


o 


to 


O 




CO 


to 


co 




CO 


r- 


t— 


r— 


CM 


r-- 


oo 


tO 


t— 




o 














CM 


CD 


o 




OO 




o 


to 


CM 




cr> 




to 


CO 


LO 


to 


a> 


to 


ao 


00 




ao 
















CO 


OO 


CM 








o 


o 


o 


cn 


o> 


oo 


ao 


r— 


to 


IT> 


to 




CO 


CO 


CM 












u 


CO 


co 


co 


CO 


co 


co 


co 


co 


eo 


CO 


CM 


CM 


CM 


eo 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 
















CO 


CM 


to 


tO 


CM 




CM 


00 


to 


CO 


to 


cr> 


OO 




oo 


to 


oo 


ao 


CO 




ao 




















CO 


eo 










CO 




t— 


IO 




■* 




to 




ao 


o 


-«P 




















CM 




CM 


CM 




CM 








CO 


CM 














eo 
















* 


o 


o 


O 


o 


o 


o 


o 


o 


o 


o 


o 


o 


O 


o 


o 


© 


o 


o 




o 


O 


o 














o 


o 


© 


o 


o 


© 


o 


o 


o 


o 


o 


o 


o 


a 


o 


o 


o 


o 


a 


o 


o 


© 














cm 


CO 


CO 


O 


CO 


o 


to 


CM 


o 


CM 


>«■ 




oo 


o 






© 


HP 


© 






ao 














O 


CM 


cd 


IO 






C— 


CM 


tn 


to 


CO 




CM 


to 






to 


o 






cn 














cm 


CO 






t— 


r— 


OO 










a> 


o 






CM 


CO 




to 


to 


r— 


oo 
















BM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


eo 


CO 


CO 




































































« 




CM 


CO 




ID 


CD 


p- 


CO 


cn 






eo. 


CO 




IO 


CO 




oo 


<y> 


o 




CM 
















CO 


co 


co 


co 


CO 


to 


co 


co 
















-<J- 






in 


in 


tn 












i 

« 










































































































































































r— 




CM 


r- 


©> 


eo 


o> 


to 


© 




O 




CO 


oo 


CM 


o 


r— 


C- 


to 


eo 


CM 


to to 




o 


t— 


o 


rt is - 




eo 


CO 


CO 


t— 










-tf 




CO 










to 


to 




CM 


eo 


eo 


CO 


CM 


© 


to 


to 


■» m co 



■d 



o 


CM 


oo 


to 


eo 


CO 


co 


to 


CO 


to 




to 


C- 


CO 


IO 




tn 


O 


t- 


to 




P- 


c- 


CM 


eo 


CO 


to 


in 


CO 


CO 


CO 


CO 


co 




CM 


00 




to 


c- 


© 




00 


to 


CD 


p» 


© 








o 




00 


CM 


o 


CO 


CO 




P~ 


CO 


oo 


p- 


o 


CM 


p- 


CD 


r— 


CD 




a* 


CD 


o 


co 


CM 


r- 




© 


p- 


P~ 


CO 


eo 


CM 




to 




o 


c— 


o 


CM 


to 


© 


eo 


CO 


CO 


1— 










to 




CO 










co 


to 




CM 


CO 


CO 




CO 


CM 


a 


to 


to 


If 


CM 


oo 




CO 


CM 


p- 


O 




CO 


CM 


CO 






CO 


e— 




© 


CO 


CD 


P- 


to 


o 


<7> 


to 






o 


CD 


ao 


00 


oo 


ao 


to 




CD 




O 


CO 


to 


CM 


CO 


to 




ao 


CO 


CO 


to 


p- 


CD 




IO 


CO 






ao 


© 


CO 


r- 




to 


CM 




CO 


oo 


Oi 


to 


CD 


ID 


CM 


O 


CM 


lO 


CM 






CO 


CO 




CD 






CO 


P- 


oo 


CO 




p- 




© 


in 


CD 


00 


CO 




to 


CO 




o 


00 


to 


CM 


CD 


OO 


in 






o 


to 


to 




cO 


CM 




© 


CD 


oo 


r— 


r— 


c^ 


CO 


to 


^< 




00 


0O 


ao 


C— 


p- 


CO 


to 


CO 


CO 


to 


IO 


IO 


to 


to 




■*»• 












CO 


CO 


CO 


eo 


eo 


CO 


CO 


CO 



CD 



— i to to 
<r <D o 



OO — — CM 0O 
— ^ ^ — OO 



in iA n - cm totooOtnco 

CO CO — -V 0O IO ID « ID ^ 

^ CM CM — CM — " ^ CM 



00 IO CO 0O 00 

ao co oo Oo oo 
- n N - - 



OO — CD CD CM 

— to to co 

mm -m co CM CM 



© o o o 



© o o 



© © © o o 



© o © 



© o © © o 



ooooo o o © o o ooooo oooo© ooo©o o © o o © 

tO-VtOOOO V IO O OI ID OCOCOCOO CO 0O CD CM CM » * ID * O CM CM CM IO M" 

— DO — ld CT3 ifl O) « N W CM CD CO — to O CM CD OO CM r— LO — to r- o eo p- to 

to CD O O CM CM CM CO TJ- -^f lOtOCDP-P- CD CD CD O O — — CM CO CO CO Tf T»< i/S 

— — — — _ _ — — — — — — _ _ _ cm CM CM CM CM CM CM CM CM CM CM CM 

— CM CO O* to to p- OO CD © - N « « IO CD 00 CD O — N PJ t» in ID N OO Ol O 

— — — — — — — , ^ ^ — , cm CM CM CM CM CM CM CM CM CM CO 



[0094] [^16] 



WO 2005/063713 52 PCT/JP2004/0 19223 



9 

m 



OS 


cn 


L/3 


U3 


CM 


SO 


CM 


CO 




1 


* 


1 


o 


o 


o 


o 








CO 




co 


CM 


en 






* 




to 


i — 


co 


CO 


CO 




CM 


CO 


eo 


eo 


to 



CO CD CD 
CM CM — 



O CO o 
O CO o 



o 




LO 


to 




en 


r— 


C— 


CD 


ua 




co 


• 




» 


CM 


CM 


CM 



1 

i CM 


to 


to 


CM 


r— 


CO 




co 






o 




CO 


o 




to 


OO 




en 


CO 




Ol 


«o 


oo 


o 


CO 




CM 




OO 




CM 


m 


CO 


CM 


10 


CM 




CM 


CO 


t» 




CM 




CM 


CO 


C— 


to 


to 


m 


CM 


ffM 


CO 


CM 


o 


EM 


CM 


CO 


CM 




1 

I 
































































CM 


en 






cn 


CO 


<y> 


00 


•— • 






CM 


ia 


OO 




CO 


CM 


en 








CO 


CM 




o 












en 


t— 


CM 


r- 


CM 


10 


CM 


IB 


CM 


t— 


CM 


to 


CM 


in 


CM 


m 




CM 


1 — 


lO 


in 


OO 


CO 


CM 


LO 


r- 


to 


CM 


no 


en 


o 


CO 




CO 




CO 


«-T3 


EM 




CO 


Cn 


Ol 


LO 


in 


r— 




o 


o> 


CT> 




•* 


o 


CO 


cn 


OO 


*o 


1X3 


eo 


\ - 






CM 


CM 


CO 


CM 






CM 


M3 


CO 




CM 




CM 






LO 


CO 




CM 


CM 


CM 


r- 






CM 








o 




CM 




CO 


IT 


CO 


OO 


«M 


CO 




00 






eo 


CO 


lA 


OO 


CO 


OO 


IA 


CM 


OO 




en 


CO 




<T> 


OO 


- 


p» 




r— 


to 


1— 


IA 


OO 


CO 




to 


o 


CO 


f— 




LO 


o 


OO 




CM 


CM 


o 


o 


ia 




o 


IA 


c- 


CO 


co 








to 


CO 


CO 


P- 


to 


cn 


in 


CO 


CM 


CO 


OO 


CO 




eo 


cn 




to 


<r> 


IA 




00 


o 




cn 


CM 


OO 


CM 




* 


o 




CO 


OO 


o> 


CM 






CO 


W 


CO 


CM 




O 


00 


v 




CO 


lA 


lft 




to 


CO 




o 


O 


o» 


OO 


cn 






cn 


CO 


l— 


to 


to 


Lf» 


m 












■V 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CM 


CM 































































CM 0O CO CM (A 
— , CO _ . _ to 
N ^ N N - 



on in © eM on 
to eo l» ua 

CM CM CM CM CM 



U3 lO W) O U> 
CO CO CO CM CO 
CM CM — CO CM 



cm cm co cn cn 

- » oo in in 

CM CM — CM CM 



00 LO CM CM Cft 
OO CO 00 OO CM 
— CM CM CM CO 



cm ta cn to co 
- O cm io in 

CM CO CO — CO 



CM 



o © o o o 



o o o o o 

© © CM * 

r»- — © to to 



© © © o 



o o © 



o © 

00 OO 
CM tO 



o o 

CM © 
— CM 



© © © © 
* N Tf O 

— co cm r— 



CM 

eo 



© © © © 



© © © © © © © © © © 

CM © © ^ OO tOcOOOtO 

en^t-CM c- © la co cn 



© © © 



© © © © © 

© eM CO CM CO 
CO 0O It Oi to 



m to oo cn o 



— ■ CM CO 



oo a> © © — 

— CM CM CM 



CM CM CO CO ^J- 
CM CM CM CM CM 



+r m lo to to 

CM CM CM CM CM 



0O 0O Cn 0> — ' 
CM CM CM CM CO 



— cm CO in 



to c— oo cn o 



- w « * w 



— . CM CO Tf LO 
CM CM CM CM CM 



o r- oo oi o 

CM CM CM CM CO 



[0095] imm 



WO 2005/063713 



53 



PCT/JP2004/019223 



9 



05 



to oc © to to 



to o 
— CM CI 



o 


r— 


o 


lO 


to 




CO 




VP 


«A 




00 


lA 


co 






a* 


O 


c— 


05 


CJ» 


C7> 




eg 



in 


o 


CM 




0© 




o 


CM 


m 




tA 


eo 


O 


CM 


in 


tO 


CM 




CO 


ia 


CO 




o 


t~ 


ao 




CO 




tn 


IA 




CM 


CM 




CM 


CM 


CM 


CM 


CM 


CM 



oo — o» oe — 



lA « x 



O O O 



W N * IN 
tO IA CO — 



(O (C (D 
CO CO 1/3 



— cm co ia in 

CO CO CO CO CO 



in r- cn 

CO CO CO 



w eo w> 
to co co co co 



tO N CO 
CO CO CO 



© 


IA 


IA 


IA 


CO 








to 


o 


o> 


o 


to 


r- 




«D 


© 


to 


CM 


o> 


o 




co 


CO 


m 


oo 


to 




CM 


OO 




CO 


IA 


»3- 


CM 


CM 


CM 


<o 


CM 




to 


■* 


CM 


M» 


«o 




© 


tO 


CM 


to 


oo 


IA 




CO 


eo 


CO 




CM 


CO 


































































r- 


CM 


CO 


CM 


o 


CM 


CO 


o 


lA 


tA 


CM 




tA 


CO 


lA 


(A 


CM 


CM 


r— 


CM 


CO 


CO 


CM 


CM 


CM 


tA 


OO 


lA 


IA 




o 


cn 


OB 


OO 


IA 


CO 


f~ 


to 


CM 


to 




cn 


•+ 


a> 


© 


eO 


OO 


CM 


r— 


© 


r— 


o 


©» 


"W 


e> 


cn 


■* 




r— 


o 




CM 


to 


CO 




* 


to 


tA 








lA 


CO 


to 


CO 


© 


o> 


CO 




CO 


o 


to 






CM 




CM 


CJ» 


o 


ID 


CM 


CO 


CM 


~» 






eo 




CM 




CM 




CM 


CO 


CM 




eo 




"«# 




CO 


CM 


■— • 


CM 


CM 










oo 




eo 


CO 


o 






CO 


tA 




o 




O 




«M 


o 




oo 


oo 


eo 


oo 


OO 




CM 


o 


IO 




to 


r— 




© 


LO 


o 


CM 


CM 




IA 




© 


CO 


IA 






t- 


IA 


r— 


© 


o 


© 


r— 


CO 


oo 


IA 


CO 


CM 


cn 












CO 


IA 


CO 




C— 




to 


to 


CO 




O 


to 


CM 


C- 


O 


00 


CM 


CO 


tA 


CO 


to 




tO 


© 


r- 


CO 


o 




to 




to 






to 


eo 




to 


CM 


•— • 


o 


r- 


IA 




CM 


CM 


o 


on 


OO 


1 — 


IA 






CO 


CO 






o 


on 


oo 


a> 


oo 


OO 


C— 


to 


to 


to 


IA 


IA 


IA 


IA 














eo 


CO 


co 


CO 


CO 


CO 


CO 


eo 


CO 


CO 


CO 


CM 


CM 


oo 


(A 


lA 


lO 


OO 


IA 


tA 


CM 


tA 


CO 


IA 


CM 


CM 


CM 


CM 


CM 


00 


CM 


oo 


CM 


cn 


oo 




oo 


IA 


on 


eo 


CM 


CM 


OO 


oo 


to 


to 


(O 


OO 


eo 


O 


00 


tO 




tO 












00 




oo 




CM 


00 




oo 


CO 


CM 




OO 


OO 


O0 












CM 




CM 








CM 


CM 


CM 


CM 


CM 




CM 




CM 


eo 








CM 


eo 




CM 


CM 




o 


© 


© 


© 


o 


O 


o 


O 


© 


o 


© 


o 


o 


© 


o 


o 


o 


o 


o 


o 


© 


© 


© 


© 


© 


O 


© 


© 


© 


© 


© 


© 


o 


o 


o 


© 


o 


O 


o 


o 


o 


o 


© 


o 


© 


© 


© 


o 


© 


o 


O 


o 


© 


© 


o 


© 


o 


o 


o 


© 


to 


© 


to 


o 


OO 


DO 


© 






(O 


to 


us 


CM 




to 


o 


to 


to 


© 


to 


OO 


to 




oo 


oo 




00 




CO 


o 


CO 


CM 






CO 


OO 




<o 


00 


CM 




oo 




© 


f- 




C— 


to 


CM 


to 




to 


00 


t* 




o 


T 




CO 


CM 


CD 


o 


o 


cm 


CO 


CO 




in 


to 


r- 


r— 


oo 




© 


© 






CM 


CO 


CO 


IA 


IA 


IA 


to 


to 


OO 


eo 


cn 


o 






























CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CO 


CO 




CM 


eo 




u? 


to 




oo 


o» 


a 




CM 


CO 




IA 


to 


r- 


oe 


CD 


© 




CM 


CO 




tA 


to 


r- 


CO 


o> 


o 








































CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CM 


CO 



[0096] [^18] 



WO 2005/063713 54 PCT/JP2004/019223 





2 


e 


mm** 


d 




& m 




i 


6. 


000 


0. 


188 


14. 


71 80 


2058 


37 


2 


9. 


200 


0. 


a a *y 

4 4 7 


9. 


6046 


2 1 08 


38 


* 

o 


1 A 


C A ft 


0. 


235 


a 

0> . 




C 4Q4 


a a 


4 


1 3. 


480 


0. 


165 


6. 


5632 


1 862 


33 


5 


13. 


620 


0. 


1 65 


6. 


4960 


1 783 


32 


6 


14. 


520 


0. 


212 


6. 


0953 


1 946 


35 


7 


15. 


700 


0 . 


f% r fi 

2 5 9 


5. 


6398 


2775 


49 


S 


1 7 

If. 


1 R ft 
1 oil 


0. 


282 


e 

o . 


i C7 1 
19(1 


9 K n R 


1 D 


9 


17. 


820 


0. 


282 


4. 


9733 


2579 


46 


1 0 


18. 


3B0 


0. 


259 


4. 


8230 


2571 


46 


1 1 


1 9. 


880 


0. 


306 


4. 


4624 


4421 


79 


1 2 


20. 


720 


0. 


259 


4. 


2833 


2712 


48 


1 3 


21 . 


460 


0. 


51 8 


4. 


1 373 


2692 


48 


1 4 


22. 


200 


0. 


259 


4. 


0010 


3658 


65 


I S 


22. 


820 


0. 


471 


3. 


8937 


562 1 


100 


1 6 


24. 


1 60 


0. 


165 


3. 


6807 


2438 


43 


1 7 


24. 


600 


0. 


282 


3. 


6158 


2942 


52 


1 8 


25. 


560 


0. 


306 


3. 


4822 


4200 


75 


1 9 


26. 


200 


0. 


1 88 


3. 


3985 


1 667 


30 


20 


26. 


900 


0. 


353 


3. 


3117 


21 96 


39 


21 


27. 


1 80 


0. 


1 65 


3. 


2782 


1 854 


33 


22 


28. 


220 


0. 


353 


3. 


1597 


2212 


39 


23 


29. 


320 


0. 


353 


3. 


0436 


1696 


30 


24 


30. 


260 


0. 


212 


2. 


9512 


1721 


31 



[0097] [&19] 



WO 2005/063713 



55 



PCT/JP2004/019223 



5? 
3 



■o 



9 



i — — ■ co c*3 o — «o c- p- o o> co — co cm — ca — 

CM ^ CO — — — — — — — — — — — — , — _ — 

O — > OO ! — C— * t- lO O CM * Ol O M OO — «*>0 

in cm o to co o — « r— m ctj o r- o o o» in ia r- co o 

a * o t» n v - n n to cm r- oo v do * to « o m 

f) Ifi M — — _ co co CM — — _ — — — 

— r~ — -«f t— to e— — m r- o co — oo cm - n m cc 
^ » « * O ia o» «-« io to n in to - M * ift in « - 
n « v ▼ n * — -* en O oo co cO cm so « oi in - r- 
ro cj «m — — o o <j» «=o °o r- ic in m < * co co co cm 

CO CO CO C*5 CO CO CO CM CM CM CM CM CM CM CM CM CM CM CM CM 

DO OO — IA — — CM CM OO — OO 9) " " " OO in IA IA OO 

no oo * w * * — — co ■* — m * — co eo co — 

— _• m m — CM CM — « — — CM — — • h — . CO CO CM — • 

OOOOO O O O O O OOOOO o o o o o 

OOOOO OOOOO OOOOO OOOOO 

* to oo eo oo o co co co to *■ o «o oo to ^ n no o ^ 

r— n * eo m eo m eo oo oo — ■ to co in co t» w - o o 

to t- r- oo oo tnotoO" co co io m to to c— oo oo en 

CM CJM CO CM CM CM CO CO CO CO CO CO CO CO CO CO CO CO CO CO 

— CM CO ■>#• to <D t- CO O) O - N « Ifl CD C— 00 CD CO 
CO CO CO CO CO CO CO CO CO ^ ^ * ^ * * ^ * ^ in 



5? 



c-o co e— 



O to 
CO — 



cm co co o cm 
- - m cm co 



co m - n in 

CO CM CO CO 



CM — — 

OO CO CM 



CO 



oo o in o> o 

NO-** 



CM _ —f CO CM 



CM 








CO 


OO 


CM 




ia 


CO 


CO 






CO 


o> 


CO 


o> 




CO 






u» 


00 




o 


CD 




o 




CO 


CO 


CM 


C7> 


r- 




LA 




m 


r- 


oo 


oo 


CM 






C- 


to 


CO 






o 


to 


c— 


o 


IA 


lA 


CM 


IA 


1— 






%o 


o 


O 


CO 




CO 


r— 


o 












00 


CO 










CT> 


r- 


coj 


o 


lO 


eo 




CO 


00 


o 


to 


CO 




o 


CO 


CM 






r- 


CO 




CO 


CO 


co 


CM 


CO 


o 


CM 


CM 






CO 


CO 


CM 


CO 


CO 


CO 


CJ 






CO 



9 



CO 



oo co m o * — > to cm to co co r- > * o to no cx> oi co r- «#■ m v r— co is to n a 

to ■<)•'< w m r— m o m to cm — cm oo * m n - m * — c- o «a m io « - 

co i — cm eo r- r- <cr c- cr> oo * r— O — ui oi « r>- eu to — — cm to co r— co — — cr> 

tor-cMcoo * o m cn co to in in y co eo cm — — o © o oo t— co m in in * co 

•oenonooc- to co m * * * * * * * * ^ ^ ^ * co co co co eo eo eo «o eo 

in — — co — — i cm — co in — co — — — in •< co in - tAininootn in - m in - 

ifl w * - * * - * (O co co * — co * co co to oo co to * — co * 

OOOOO OOOOO OOO OO OOOOO OOOOO OOOOO 

OOOOO OOOOO OOOOO OOOOO OOOOO OOOOO 

co * oo o o co * no * * o O O co oo co cm oo cm * * oo cm * co oo to cm o to 

* O m to m to to o r— — — * r— o eo to a> co m r— co cm to cm oo — co — co 

to CXI CTJ O CM M * If) f CO 0> C7> t7> O O OO — — — N N CO CO it * to in to CO 

— — — — . — CO CO CM CM CO CO CM CM CM CM CM CM CM CO CM CO CO 

— cm co * in «x> c— oc er> o — n co * w ter-oooo — cm * m cor-eomo 

— — _ — — — — — — — CM CM CM CM CM CO CO CM CM CO CO 



•CA 



[0098] ( 13 CLa^NMRX^^h/Pc7)a!j^) 



WO 2005/063713 56 PCT/JP2004/019223 



&m ^@ : CMX-300 (Chemagnetics) 

(22^) 

SWf:#y(^^i/n^ty) (rt»a6*:l. 56ppm) 
$!|^: 13 C(75. 497791MHz) 

^^V^JHOiSLNPW : 25# 
K :TOSSS!l^ 
[0099] Ji|Jg#y5:fc£tf7^^^ 

[0100] [^20] 



yv^li|(A) 

<bqfeS/7Kppm) 
169.7 
162.4 
156.3 
147.5 
142.3 
137.0 
130.1 
128.0 
123.4 
120.5 
114.6 
102.3 
98.4 
58.8 
39.2 
23.8 
9.9 
5.7 
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it 



Kppm) 



170.9 
166.1 
160.2 
155.3 
148.1 
144.6 
142.4 
136.8 
130.3 
126.6 
122.9 
121.4 
115.9 
105.6 
97.0 
57.4 
39.3 
21.9 
7.8 



[0102] (*^w»djtx^h^oaje) 

i4efeiE a ^isi^^-is!^ (atr 

Sfe)lCS§V\ FT— IR Spectrum-One (s^^^/l^—iS+stlsftMl&Rl^X* 
a^*5H4000~400cm"\ ^^tg4cm" 1 ^tf ofc c 

[0103] 6, 7. 10, ll^iU ? i2^#b^fc#^^o^®ilx^^hyv^w 

•CTxB 16-12121 fC^U RjRtf-^©»IK(cm" 1 )fciVaia*(%T)*^ 
^22— ^27^Ufc 0 
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90.20 


1 280.50 


77.49 


811.59 


76.37 


428.43 


84.18 


2179.21 


92.50 


1239.62 


73.06 


775.98 


73.68 


404.39 


73.43 


1 709.03 


76.99 


1 204.43 


65.76 


756.07 


82.42 




1689.20 


75.28 


1194.13 


65.42 


739.83 


85.42 


1639.51 


83.49 


1181.63 


65.44 


721.85 


79.51 


1589.27 


83.46 


1161.34 


62.76 


697.83 


84.41 


1526.06 


76.88 


1091.07 


79.89 


681.20 


81.05 


1492.40 


.85.76 


1 044.40 


60.26 


642.73 


72.54 


1456.75 


74.01 


985.56 


78.02 


595.47 


76.50 


1420.18 


83.16 


911.30 


76.39 


550.94 


56.67 
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3403.30 


88.90 


1447.27 


70.65 


1034.51 


53.11 


1 621.03 


80.63 


3288.86 


87.65 


1418.76 


72.95 


988.08 


74.83 


582.94 


68.34 


3148.98 


86.30 


1385.12 


68.18 


957.18 


82.10 


553.10 


54.69 


I 2500.86 


89.65 


1349.46 


74.29 


917.63 


74.99 


524.26 


52.32 


2071.00 


90.59 


1281.22 


76.13 


885.07 


76.41 


460.20 


71.59 


1975.82 


90.44 


1259.90 


66.26 


846.37 


75.01 


445.97 


70.23 


1676.34 


72.60 


1238.09 


73.20 


824.56 


71.62 


429.58 


74.11 


1 654.00 


75.28 


1216.34 


65.61 


774.19 


68.81 


417.86 


77.33 


1610.72 


80.67 


1187.31 


65.81 


740.35 


79.48 


404.47 


75.14 


1585.16 


80.02 


1147.23 


59.40 


717.65 


83.13 




1549.95 


76.15 


1 086.20 


72.28 


697.26 


75.94 


1 492.04 


71.57 


1068.05 


78.63 


667.94 


76.40 
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78.84 
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77.11 


648.45 
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%T 


3423.95 


95.31 


1454.93 


79.66 


1053.79 


88.07 


678.66 


86.22 


3387.99 


94.61 


1417.85 


85.41 


1031.32 


69.48 


622.21 


83.97 


3265.37 


94.09 


1390.53 


79.57 


999.13 


86.02 


! 599.75 


82.04 


3134.95 


93.21 


1352.31 


83.39 


957.03 


92.45 


589.04 


82.04 


2189.73 


96.49 


1 323.76 


82.35 


923.13 


91.37 


578.57 


84.66 


2055.55 


96.35 


1286.71 


83.52 


909.07 


83.03 


553.91 


71.59 


1701.76 


86.67 


1 259.58 


78.08 


885.46 


87.22 


522.49 


56.69 


1682.83 


77.44 


1241.58 


83.13 


873.44 


88.13 


502.44 


71.80 


1652.89 


90.15 


1211.19 


71.92 


849.08 


79.00 


456.20 


76.23 


1613.76 


88.25 


1185.21 


72.85 


823.54 


86.89 


446.12 


77.77 


1587.67 


89.60 


1151.72 


68.76 


770.37 


80.47 


419.73 


79.39 


1528.85 


75.23 


1132.10 


77.56 


746.03 


83.64 




1474.24 


89.39 


1094.87 


80.65 


720.92 


92.81 
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%T 




%T 


fcSKcm" 1 ) 


%J 


sSSKcnf 1 ) 


%T 


3397.97 


86.39 


1505.67 


75.91 


1057.74 


71.52 


601.50 


59.64 


3319.94 


84.81 


1474.53 


73.63 


1030.17 


53.75 


547.68 


44.53 


3177.53 


83.45 


1453.55 


63.44 


989.94 


65.62 


526.55 


45.99 


3096.06 


83.80 


1416.08 


65.42 


971.08 


73.93 


482.62 


58.93 


2159.87 


91.01 


1396.67 


60.87 


909.73 


61.10 


471.45 


60.44 


2032.91 


90.61 


1350.85 


66.67 


876.69 


74.65 


444.14 


59.99 


1749.63 


86.77 


1 284.69 


68.19 


844.04 


65.31 


423.38 


58.76 


1724.72 


86.69 


1 260.86 


62.02 


798.03 


71.63 




1683.59 


71.59 


1223.56 


52.48 


772.20 


68.51 


1641.48 


62.67 


1201.48 


57.53 


717.29 


75.90 


1 605.84 


67.15 


1 1 86.05 


55.01 


686.79 


66.91 


1585.45 


65.70 


1 1 46.06 


51.51 


668.46 


68.22 


1557.92 


64.45 


1091.15 


69.64 


650.21 
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3422.06 


93.12 


1385.04 


83.40 


931.15 


91.11 


527.37 


71.96 


3303.44 


89.24 


1355.81 


74.56 


909.24 


84.55 


514.22 


64.33 


3128.13 


92.01 


1319.88 


77.31 


885.60 


88.76 


476.26 


89.39 


2595.94 


92.67 


1296.55 


77.66 


872.37 


82.05 


460.92 


87.09 


2276.37 


95.87 


1253.87 


64.28 


838.72 


77.28 


446.30 


84.63 


2051.39 


95.50 


1199.61 


71.21 


779.73 


90.55 


429.94 


87.20 


1694.09 


72.13 


1187.91 


69.92 


741.49 


76.67 


416.02 


78.03 


1644.75 


84.09 


1139.76 


64.85 


723.87 


81.99 




1 588.32 


83.16 


1092.92 


83.86 


676.10 


84.75 


1529.21 


65.27 


1066.96 


88.29 


599.47 


91.23 


1457.83 


69.69 


1055.19 


86.48 


578.37 


80.13 


1426.95 


85.03 


1028.72 


62.50 


552.44 


80.28 


1 400.48 


72.09 


996.79 


86.93 


537.09 


74.86 
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3303.18 


78.44 


1426.27 


66.22 


1033.17 


38.75 


612.89 


65.29 


3107.11 


84.00 


1398.05 


55.56 


985.47 


65.92 


591.48 


61.15 


3000.63 


87.00 


1355.93 


50.43 


945.83 


78.73 


578.14 


47.06 


2931.74 


88.33 


1309.97 


80.04 


910.85 


56.84 


551.71 


51.97 


2582.21 


87.39 


1281.20 


64.46 


892.18 


69.98 


529.84 


43.75 


2260.15 


91.52 


1241.00 


51.31 


871.99 


76.39 


518.10 


46.42 


2040.56 


90.88 


1205.77 


45.41 


840.95 


59.27 


468.69 


66.48 


1968.01 


91.72 


1184.19 


43.37 


830.58 


55.72 


457.49 


62.27 


1689.52 


55.42 


1151.28 


55.33 


788.17 


78.25 


446.73 


65.90 


1647.24 


71.29 


1131.31 


44.71 


763.00 


78.08 


430.38 


71.60 


1587.52 


70.97 


1086.08 


65.79 


741.34 


50.54 


405.91 


50.91 


1524.38 


57.93 


1061.38 


70.95 


682.32 


67.23 




1453.72 


46.32 


1049.91 


62.19 


644.25 


70.08 
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